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AMENDMENT TO THE CLAIMS 

1. (Withdrawn) A method for generating antigen-specific, 
regulatory CD4+/CD25+ T cells that produce Transforming Growth 
Factor p (TGF-p) r comprising: 

exposing CD3-enriched, primed T cells to a specific antigen 
in the presence of antigen-presenting cells and a composition 
comprising an effective amount of alpha-Melanocyte Stimulating 
Hormone (cc-MSH) or an analogue or derivative of a-MSH comprising 
an a-MSH receptor-binding portion thereof, wherein the specific 
antigen is an antigen recognized by the primed T cells . 

2. (withdrawn) A method for generating antigen-specific, 
regulatory CD4+/CD25+ T cells that produce Transforming Growth 
Factor (J (TGF-p) , comprising: 

exposing CD3-enriched, primed T cells to a T cell receptor 
(TOR) -crosslinking agent in the presence of an effective amount of 
a-MSH or an analogue or derivative of a-MSH comprising an a-MSH 
receptor-binding portion thereof, 

3. (Withdrawn) The method of claim 1 or 2, further comprising, 
approximately 4-6 hours after said first exposure step has begun, 
additionally exposing the primed T cells to an effective amount of 
Transforming Growth Factor-p2 (TGF-p2) . 

4. (Withdrawn) The method of claim 3, wherein the exposure to TGF^ 
[32 is achieved by including in the composition, an effective 
amount of TGF-p2 in an timed-release delivery vehicle. 
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5. (Withdrawn) The method of claim 1 or 2, wherein the exposing 
step is performed in vitro under T cell culture conditions. 

6. (Withdrawn) The method of claim 1, wherein the exposing step is 
performed in vivo in an animal. 

7. (Withdrawn) A method for down-regulating an autoimmune response 
or other T cell-mediated inflammatory response, comprising: 

(a) harvesting T cells from the animal; 

(t>> inducing TGF-JJ~producing, regulatory T cells by 
exposing the harvested T cells in vitro to a specific 
antigen under culture conditions enabling stimulation of 
at least one primed memory T cell that specifically 
recognizes said antigen; 

(c) exposing the primed T cells in vitro to a specific 
antigen in the presence of a composition comprising an 
effective amount of alpha-Melanocyte Stimulating Hormone 
(a-MSH) or an analogue or derivative of a-MSH comprising 
an a-MSH receptor-binding portion thereof , and in the 
presence of at least one T cell receptor (TCR) - 
crosslinking agent, under T cell culture conditions; and 

(d) injecting into an animal, primed T cells treated in 
accordance with step (c) . 

8. (Withdrawn) The method of claim 7, wherein step (c) further 
comprises the addition of an effective amount of TGF-02, 
approximately 4-6 hours after the start of the exposure of the 
primed T cells to the specific antigen and the a-MSH. 
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9. (Withdrawn) The method of claim 7 or B, wherein, between steps 
(c) and (d) , the primed T cells treated in accordance with 
step (c) are enriched for CD4+/CD25+, TGF-fJ-producing T cells, 

10. (Withdrawn) The method of claim 7 or 8, wherein the TCR- 
crosslinking agent is an anti-CD3 monoclonal antibody. 

11. (Withdrawn) The method of claim 7 or 8, wherein the TCR- 
crosslinking agent is. a T cell mitogen selected from the group 
consisting of: concanavalin-A (ConA) ; phytohemagglutinin (PHA) ; 
and pokeweed mitogen (PWM) . 

12. (Withdrawn) The method of claim 1, 2, or 7, wherein the 
effective amount of a-MSH or an analogue or derivative of a-MSH 
comprising an a-MSH receptor-binding portion thereof, is an amount 
sufficient to produce an In situ concentration of at least 
approximately 30 pg/ml! of whole a-MSH or an analogue or derivative 
of a-MSH comprising , a molar m equivalent amount of an a-MSH 
receptor-binding portion thereof!, in the immediate vicinity of the 
primed T cells during ; the exposing step. 



13- (Withdrawn) The method of :claim 1, 2, or 7, wherein the 
effective amount of a-MSH or an ; analogue or derivative of a-MSH 
comprising an a-MSH receptor-binding portion thereof, is an amount 
sufficient to producej an in situ concentration in the range of 
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approximately 30-100 pg/ml in the. immediate vicinity of the primed 
T cells during the exposing step J' . 



14 (Withdrawn) The method of claim; 3 or 8, wherein the effective 

! L '■ 

amount of TGF-p2 is an amount sufficient to produce an in situ 

i ; 

TGF-(S2 concentration that lies ^ithin the range of approximately 
1-10 ng/ml in the immediate vicinity of the primed T cells during 
the exposing step. 

15. (Withdrawn) The method of claim 3 or 8, wherein the effective 
amount of TGF-(32 is an amount sufficient to produce an in situ 
TGF-|32 concentration bf approximately 5.0 ng/ml in the immediate 

I ' ! • 

vicinity of the primed T cells during the exposing step. 

\ ii * 

! ■* i 

16. (Withdrawn) The method of , cQLaim 1, 2, 7 or 8, wherein the 
exposing step comprises incubating the T cells in vitro with the 
specific antigen and the composition at approximately 37 °C, for a 



period within the 



'range of ^approximately 18-24 hours, in 



substantially serum-free T cell Culture conditions. 



18. (Withdrawn) The mejthod 
the animal is a human 
a horse. 



17. (Withdrawn) The mejthod of cliaim 16, wherein the substantially 
serum-free T cell med: 
fold dilution of ITS+ 
albumin. 



urn includes : RPMI 1640, an approximately 500- 
solution and!' approximately 0.1% bovine serum 



of claim 5, 1, 23, 24, or 25, wherein 

a mouse-, ja'jrat, a dog, a cat, a rabbit, or 

i * '! 
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19. (Withdrawn) A kit for generating jantigen-specif ic regulatory T 
cells r comprising: 

(a) a specific antigen; 



: ■ ): r 

(b) a-MSH or an analogue or ; derivative of ot-MSH comprising an 
a-MSH receptor-binding portion -thereof ; and 

(c) an article of manuf act lire 1 , comprising instructions on how 
to use components (a) ah£ !fb)-': : to generate TGF-p-producing, 
CD4H-/CD25+, regulatory T cells'. 



20. 
p2, 



(Withdrawn) The kit of . claim j I?, 
and wherein the. article; 'ofj. 



instructions for using the TGF-p2..{ 

; i i 



!. i 

21. (Withdrawn) The kit of claim; S9, 
comprises a target molecule of ' an Jiulioimmune disorder. 



'ifurther comprising: (d) TGF- 
manufacture further comprises 



Iwhexein the specific antigen 



22. (Withdrawn) The kit of claim ; |2lfl; wherein the target molecule is 



selected from the group consisting} odf: a glycoprotein; a protein 



a polypeptide; a synthetic amino ■] 

3 



amino acid polypeptide; a carbohydrate moiety; an oligonucleotide; 
a DNA; a RNA; and a whole micrdor^ 



aqid polypeptide; a recombinant 



: v'i.- li 



23. (Withdrawn) A method for i'db^-rejgulating a. graft rejection 



; ti. 



response in a graft recipient, : * comprising 
(a) transfecting a ^ 

material for expressing 



graft!-! ;|tis3ue or organ with genetic 
ot-MSH or an analogue 



1-i 



derivative of a-MSH comprising an ot-MSH receptor binding 
portion thereof in said'lgraft; and 



. if .11 
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(b) 



implanting the trans 
recipient animal. 



directly injecting gerietic material 
near the autoimmune-diseased to! 



25. (Withdrawn) A method for 
autoimmune response in a tissu^ 
(a) 



(b) 



<s;ite 

harvesting a tissue damples] 

:■! ■ J ? 
trans fecting the hairvjpstej 



material f;or expreUsfLng 



derivative of a-MSH itomprjj 



portion thereof; and, 



(c) 



26. (Withdrawn) A me-thod of: 
autoimmune graft rejection resr 



(a) 



-f 



ected\;j 



1 

.i > 



24. (Original) A metliod for a 

autoimmune response in a tissue sJjtja in an animal, comprising 



sistae site. 



t, 
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graft from step (a) into a 



k'cjiwn-E^lgulating a T cell-mediated 



£or expressing a-MSH, into or 

nil 

tit 



apwnH 



T-cell-mediated 



'tegulating a 

ajn an animal , comprising: 

s* 

from the tissue sxte; 



i>|! tissue . sample with genetic 
J'/joc-MSH or an analogue or 
ijsing an a-MSH receptor-binding 



]!'■ 



sur 



implanting j the tral i£;fcectpjbi tissue sample into the 
anxmal. • i\>,\\ 



onse 

' h 



systemically injecting ; in tip the animal, 



essing a T cell-mediated 
an animal, comprising: 

an effective 



amount of a-MSH or aih analogue ( ; : jpr dfejrivative of a-MSH comprising 



an a-MSH receptor-binding port: 

(b) measuring tjhe periph si|al 
said animal. 



I' 



27, (Withdrawn) The method of cia l 'im 



amount of a-MSH or an janalogue 



an a-MSH receptor-binding porta 6m thj 



TEL. (617) 542-2290 
TAX. (61?) 4S1-0313 



6x1 thereof; and 

l^vel of CD4+/CD25+ T cells in 



■ El 

• Hi 



wherein the effective 



oz| dea?|Lvative of a-MSH comprising 



,:tt 



7- 



'I: 



reof, is an amount sufficient 



1 
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I! 



to produce a peripheral blood dbhceni 
approximately 30 pg/ml; of whole :&-MS. 



concentration of an ot^MSH receptipr 

i ! 
! i 

28. (Withdrawn) A method of 

] i 

autoimmune disorder or a graft 

i 

transfecting a cell within the 
for an antigen that aljso comprJ]s}|e 



29. (Withdrawn) The method of qlaim 



transfecting step is j t performed usi 
technique- j; 



31* (Withdrawn) A metljipd of r$ 
response in a mammal, ; tsaid metljtcjd 



providing aijmammal; amd 



saild 



functional 



GARTEN, 5CKURGIN, 
GAGOUStilN & LEBOVICI IiLP 
TEL- (617) 542-2290 



1 



transfecting step isjj perform^ 
technique, 

ji 

30- (Withdrawn) The method of claim 1&3, 25, or 2B, wherein the 

:! i: f 

a chromosomal transfection 



©010 
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ation of at least 

or a molar equivalent 

ding portion of a-MSH- 



gulating or suppressing an 
ion response in an animal by 

jwith genetic material coding 

ine-proline-valine * 

•23, 25, or 28, wherein the 
g an episomal transfection 



ulatMSag a T cell-mediated immune 
corapjrising the steps of: 



itiairuteal an effective amount of a- 

l 1 

^atlvijfof a-MSH, said analogue or 



(a) 

(b) administering to 
MSH or an analogue or a der: 
derivative having a-ljlSH 
functional activity ijs mediated 
5 receptor (MC5r) , 

wherein said st^p of admini|st|jring regulates said T cell- 
mediated immune response. 
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32. (Withdrawn) The method of .jclaim 

\ I 
synthetic analogue wherein saip ana 

of regulatory T cells 



33. (Withdrawn) The method of i 

I I i 

attached to a polyclonal or 1 
antibody acts as an agonist to; 



34. (Withdrawn) The method of cl'aim 



anti-MC5r antibody, or fragment: 
35. (Withdrawn) The method of; 



antibody is an ant 



i-mH: 



36- (Withdrawn) The method of c 
T cell-mediated immur s response] is 
inflammatory response 



5r antibody F(|b)2 fragment 



37. (Withdrawn) The method of c baim 



T cell-mediated immune resp 
regulatory T cells thb!t product 



38. (Withdrawn) A method for 



!in auto: 



autoimmune response 
animal, comprising djirectly i 
derivative of ot-MSH comprising 
thereof w into or near 
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blaiiijj 131/ wherein said ot-MSH is 
ihonbc[|Jnal antibody, wherein said 
tjhe ' bSu:nd MC5r receptor . 



the auto:a!mmune diseased tissue site. 



©on 
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wherein said ot-MSH is a 
ojgue mediates the activation 



wherein said antibody is an 



lor; derivative thereof. 



iclaj 
i 



34 wherein said anti-MC5r 



laim ll 



jnse 



TGF 



down-Iegulating a T cell-mediated 
njmunel disease tissue site in an 

j j L_ . 

njectfrig ot-MSH or an analogue or 



-9- 



wherein said regulation of 
ppression of T cell-mediated 



ll wherein said regulation of 



ftp 
+ 



induction of CD4 + /CD25+ 



an c -MSH receptor-binding portion 



PAGE 11/13 * RCVD AT 11/13/2003 4:11:17 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-1/0 * DNIS:8729306 * CSID:16t74510313 * DURATION (mm-ss):03-30 



11/13/2003 17:12 FAX 16174510313 



WSGL 



1 



39- 



(Withdrawn) A method for [ do|wh-j emulating a T-cell-mediated 



autoimmune response in a tissue 



(a) harvesting a tissue simple 

(fc>) treating the harvest* d! tis 

i 

analogue or derivative, 
receptor-binding port.-dn 
(c) implanting the treatkd jtis^ue sample into the animal . 



autoinmurie 



40. (Withdrawn) A method for \ 
autoimmune response in 
animal, said method comprising 

(a) providing said animal 

(b) directly injecting 
analogue or derivative of} 



qowi]L-r^gulating a T cell-mediated 
disease tissue site in an 
stleps of: 



the. 
i 



&4MSH 



binding portion thereof, into 

tissue site in an animal;; 

S 1 

amount sufficient to prodilce 

i [ 

range of about 30-100 pg/m 



41. (Withdrawn) A method f or j 
autoimmune response in a tissue 



(a) 
(t» 



tii 



c ni an£ 



harvesting a tissue js unp[le 
treating the harvested' 

amount of a-MSH or \ 

j* 

comprising an a-MSH; 

wherein said effecti^v 

j 

produce an in situ f 
30-100 pg/ml; and 



*£lNGftftT£l», SCllJAGItl, 

tel. t«7) S43.-aaoo 

nUC. (€17) 4S1-0213 



4 

site 



and 



ffe 



dtive amount of a-MSH or an 
comprising an a-MSH receptor- 
near the autoimmune-diseased 
Jliebceiri said effective amount is an 
'In situ concentration in the 



i r 



(c) implanting the treatie i .-tisuiae sample into the animal 



*-lQ 
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ereof; and 

li 



T-cell-mediated 



iowln-fcegulating a 
sijtelin an animal, comprising: 
from the tissue site; 



sue sample with an effective 
Ipgue or derivative of oc-MSH 
-binding portion thereof ; 
anoint is an amount sufficient to 
in the range of about 



ic mdentration 



